Reid, Scherer, Herbut, and Irving (I 942) noted nodules surrounded by haemorrhage in both maculae of a patient dying of systemic histoplasmosis. A relationship between a form of uveitis with specific morphological features and evidence of exposure to Histoplasma capsulatum was also suggested by Day (I 949), Krause and Hopkins (I 95 I), and Schlaegel (I 958).
).-While most agree that ocular histoplasmosis is a distinct morphological entity, the evidence to incriminate Histoplasma capsulatum as the aetiological agent is inconclusive (Spaeth, In addition, nine of the fifteen patients in the study had peripapillary chorio-retinal scarring A medical social survey was taken with particular emphasis on unexplained febrile illnesses, pulmonary disease, and fungal infections. The patients were questioned to determine residence at the time of onset of symptoms of uveal tract disease and travel outside the United Kingdom before the onset.
Examinations were conducted to obtain evidence which might indicate previous infection by Histoplasma capsulatum.
Skin testing O0I ml. I: IOO histoplasmin* was injected intracutaneously into the volar surface of the left forearm.
Reaction was read about 48 hrs after the injection and considered positive if erythema and induration of 0-5 cm. or more in diameter developed.
Chest x ray
Posteio-anterior and lateral chest x rays were performed on all patients to determine the presence, if any, of fibrocalcific lesions.
Serological studies Venous blood was analysed for complement-fixation, latex-agglutination, and immunodiffusion reactions. The blood was drawn before the implantation of the skin test because of the observation of Campbell (I960) that skin testing itself can stimulate antibody production.
Results
Skin tests, complement-fixation, latex-agglutination, and immunodiffusion reactions were negative in all patients except Case I 2 who demonstrated a latex-agglutination reaction at a titre of I :8. All chest x rays were normal. Clinical details are shown in the Table (overleaf).
Discussion
The best evidence for an association between presumed ocular histoplasmosis and infection by Histoplasma capsulatum has been derived from epidemiological studies (Schlaegel, Weber, Helveston, and Kenney, I967; Krill, Chishti, Klien, Newell, and Kaufman, 197 I) . Since I959, a positive correlation between histoplasmin skin reactivity and this specific syndrome has been reported (Woods and Wahlen, 1959) . Between 89 and IOO per cent. of patients with presumed ocular histoplasmosis have given positive responses to the histoplasmin skin test (Schlaegel and others, I967; Krill and others, I969; Suie and others, I965; Van Metre and Maumenee, I964; Smith and Ganley, I972). By contrast, all fifteen patients investigated in this study had negative histoplasmin skin tests.
Serological tests, complement-fixation, latex-agglutination, and immunodiffusion, provide the most widely accepted evidence for previous infection by Histoplasma capsulatum. These tests become positive within a month after infection and remain positive for varying periods of time (Kaufman, 197I) . The complement-fixation test is the procedure most frequently used. Many patients with culturally proven histoplasmosis have titres of I: 8 and I: I 6. Titres of I: 32 or greater are highly suggestive of Histoplasma capsulatum infection and are of greater diagnostic significance than lower titres (Campbell, 1960) . Using both yeastphase and mycelial-phase antigen, all patients in our study were non-reactive.
The latex-agglutination test is most frequently used as an adjunct to the complementfixation test. Reactions at a titre of i: I 6 or higher may reflect active or recent disease, but may be nonspecific (Hill and Campbell, I962) . One patient in our study demonstrated a latex-agglutination reaction at a titre of i :8. As both her complement-fixation and immunodiffusion reactions were negative, this result was considered to be insignificant.
The immunodiffusion test using concentrated histoplasmin may be used as a supplementary or screening procedure in the serological diagnosis ofhistoplasmosis (Heiner, I958) . When used in conxunction with the complement-fixation test, a diagnosis of histoplasmosis was made in 98 per cent. of culturally proven cases (Kaufman, I971) . All fifteen patients we investigated were nonreactive in this test.
Pulmonary changes characterized by fibrocalcific lesions can be detected by chest x rays and have been described in a high percentage of patients who have histoplasmosis (Silverman, I960). However, these changes are nonspecific and may result from many types of pulmonary infections (Saliba, 197I) . No radiological abnormalities were found in the patients in this study.
Place ofresidence is an important factor in the epidemiology of histoplasmosis (Edwards, I97I) . The two patients in our study who had visited North America had negative serological tests.
In the present study of fifteen patients, all with the criteria of ocular histoplasmosis and resident in the United Kingdom, none had evidence ofinfection with Histoplasma capsulatum. All the patients were accepted after the unanimous approval of ophthalmologists familiar with the clinical entity as described in North America. This appears to negate the aetiological role of Histoplasma capsulatum in this syndrome in the United Kingdom. While presumed ocular histoplasmosis may be due to Histoplasma capsulatum in areas of endemic infection, no evidence was found in this study to substantiate such an association in the United Kingdom.
Summary
Fifteen patients resident in the United Kingdom with the ophthalmological criteria of ocular histoplasmosis failed to demonstrate evidence ofinfection with Histoplasma capsulatum.
